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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^l Responsive to communication(s) filed on 28 April 2005 . 
2a)^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) M Claim(s) 1-1 4 and 16-41 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1-14 and 16-41 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Applicant's amendments and remarks filed 04/28/05 have been received and reviewed. 
Claims 1-14 and 16-41 are now pending in this application. 

Claim Rejections - 35 USC§112 

Claims 1-14 and 16-41 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

i) The phrase "in particular" (see claim 2, four occurrences) renders the claims indefinite because 
it is unclear whether the limitations following the phrase are part of the claimed invention. See 
MPEP§ 2173.05(d). 

ii) In claim 6, the text in the first two lines need to be stricken through. 

iii) In claim 12, a pharmaceutical composition claim necessarily requires the presence of a 
pharmaceutical^ acceptable carrier (auxiliary substances). The term "optionally" should be 
deleted. 

Claims 1-14 and 16-41 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a pharmaceutical salt, does not reasonably provide 
enablement for solvates (or hydrates) of the compound of formula I or II. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make the invention commensurate in scope with these claims. Applicants have not 
shown how one skilled in the art can arrive at a given solvate. None of the compounds made are 
crystallized out as solvates. Arriving at a given solvate is not routine experimentation because it 
is unpredictable. One cannot make any solvate of a given compound. 
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Claim Rejections - 35 USC § 112 

Claims 16-41 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling as a method of treating pain, does not reasonably provide enablement for 
treating the diseases embraced by the claims. 

In evaluating the enablement question, several factors are to be considered. Note In re 
Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors include: 1) The 
nature of the invention, 2) the state of the prior art, 3) the predictability or lack thereof in the art, 
4) the amount of direction or guidance present, 5) the presence or absence of working examples, 
6) the breadth of the claims, and 7) the quantity of experimentation needed. 

1) The nature of the invention: The method of use claims are drawn in part to treating 
neurodegenerative diseases, diseases of the central nervous system, etc. 

2) The state of the prior art: There are no known compounds of similar structure which have 
been demonstrated to treat all of the diseases claimed. 

The origin and the nature of many central nervous system disorders such as Depression, 
Meningitis (viral, bacteria, or fungi infection), Encephalitis (viral infection), Rett syndrome, 
Tinnitus, Narcolepsy, Shy-Drager syndrome, Charcot-Marie-Tooth disease, Tarsal tunnel 
syndrome, Psychosis, Memory loss, Mental retardation, Autism, Migraine, Tension headache, 
Multiple sclerosis, etc are different one from the other. The symptoms and nature of these 
diseases are also different one from the other. Some CNS disorders are hereditary (Charcot- 
Marie-Tooth disease). Many CNS disorders vary in how they affect the body and its functions. 
Diseases such as Cerebral palsy, and Parkinson's disease affect the movement of the patient. 
Diseases such as Alzheimer's disease affect the memory of the patient. Since the origin and 
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nature of CNS disorders vary extremely one from the other, it is impossible to treat central 
nervous system disorders in general. 

There is no such an agent, which can treat neurodegenerative disorders generally. That is 
because neurodegenerative disorders are extremely varied in origin and nature of effect. The 
origin and the nature of many neurodegenerative disorders such as Huntington's disease, Pick's 
disease, Frontotemporal dementia, Cerebro-Oculo-Facio-Skeletal (COFS) syndrome (cranofacial 
and skeletal abnormalities), Motor neuron disease (muscle weakness), Corticobasal ganglionic 
degeneration, Creutzfeldt- Jacob disease (fatal disease), Dementia with Lewy bodies, and 
Progressive supranuclear palsy Dementia are different one from the other. Many 
neurodegenerative disorders are unbeatable to this day. 

The symptoms and nature of these diseases are also different one from the other. It can 
be shown that many of these neurodegenerative disorders have different origin and nature of 
effect. Some neurodegenerative disorders are hereditary (Charcot-Marie-Tooth disease). Many 
neurodegenerative disorders vary in how they affect the body and its functions. 
3) The predictability or lack thereof in the art: Pharmacological activity in general is a very 
unpredictable area. Note that in cases involving physiological activity such as the instant case, 
"the scope of enablement obviously varies inversely with the degree of unpredictability of the 
factors involved". See In re Fisher, All F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

Also, see In re Surrey 151 USPQ 724, regarding sufficiency of a disclosure for a 
Markush group, and MPEP 2164.03 for enablement requirements in cases directed to structure- 
sensitive arts such as the instant pharmaceutical arts. Note in Surrey, in which testing done on a 
group of homogeneous compounds having the same core was deemed NOT sufficient to support 
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claims to various hetero groups of a much narrower range than is being claimed herein and 
located at only one position in the formula. 

Where the utility is unusual or difficult to treat or speculative, the examiner has authority 
to require evidence that tests relied upon are reasonably predictive of in vivo efficacy by those 
skilled in the art. See In re Ruskin, 148 USPQ 221', Ex parte Jovanovics, 21 1 USPQ 907., MPEP 
2164.05(a). 

4) The amount of direction or guidance present and 5) the presence or absence of working 
examples: There are no doses present for treatment of the disorders recited and there is no data 
present for the treatment of these diseases. 

6) The breadth of the claims: The claims are drawn to disorders that are not related and whose 
treatment using analgesics is unknown. 

7) The quantity of experimentation need would be an undue burden to one skilled in the 
pharmaceutical arts since there is inadequate guidance given to the skilled artisan for the many 
reasons stated above. 

Thus, factors such as "sufficient working examples", "the level of skill in the art" and 
"predictability", etc. have been demonstrated to be sufficiently lacking in the instant case for the 
instant method claims. 

The scope of uses embraced by these claims are not remotely enabled based solely on 
instant compounds analgesic actions as performed using phenylquinone-induced writhing in 
mice, as described in the specification on page 48. The investigated compounds exhibited an 
analgesic action. 
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Applicants amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bruck Kifle, Ph.D. whose telephone number is 571-272-0668. 
The examiner can normally be reached Tuesdays to Fridays between 8:30 AM and 6:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. James Wilson can be reached on 571-272-0661. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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